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Listing of the Claims 



The following listing of claims will replace all prior versions and listing of claims in the 
application. For the Examiner's convenience a complete listing of all claims incorporating the 
amendments made herein is attached as Appendix A. 

1. (Currently Amended) A method for inhibiting ALDH-2 comprising contacting 
ALDH-2 with a compound of Formula I 

R 2 



Ri is selected from the group consisting of hydrogen, carboxy, halo, branched or straight 
chain m k raach e d (Ci-C^haloalkvl, (C3-C6)cycloallcoxy, (C]-C 6 )haloalkoxy, (C3- 
C6)cyclohaloalkoxy, (C3-C6)cycloalkoxyalkyI, (C r C$)aIkoxy(C3-C6)cycloalkyl, (C3- 
C6)cycloalkylcarbonyl, substituted or unsubstituted phenyl, phenyl(Ci-C6)alkyl, het e rocyclyl, 
and heterocyclyloxy, heterocyclylcaAonyl, wherein substituents are from one to four and are 
selected from the group consisting of halo, aminocarbonyl, aminothiocarbonyl, carboxy, formyl, 
hydroxy, amino, carbamoyl, (Ci-C3)aflcyl, (Ci-C 3 )haloalkyl, (C r C 3 )alkoxy, (C]-C 3 )haloalkoxy > 
(Ci-C3)a]fcylamino, di(Ci-C 3 )alkylamino, (CrC 2 )alkoxy(Ci-C2)alkyl, (Ci-C2)alkylamino(Ci- 
C 2 )alkyl, di(Ci-C 2 )alkylamino(Ci-C2)alkyl, (Ct^alkylcarbonyl, (Ci-C 3 )alkoxycarbonyl 5 (C t - 
C3)alkylaminocarbonyl > and di (Ci-C3)alkylaminocaibonyl; 




Formula I 



wherein: 



R 2 is selected from the group consisting of hydrogen and alkoxy; 



2 
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R 3 is selected from the group consisting of hydrogen^ C\-Ce alkoxycarbonyl, carboxy and 



sugar; 

R4 is selected from the group consisting of hydrogen and hvdroxv hvdroxid e; 

Rs is selected from the group consisting of hydrogen, carboxy, hydroxy, amino, halo, 
branched or straight chain u nbronohod (Ci-G0aIkyl, (Ci-C$)haloalkyl, (Qr C$)alkenyl, (C3- 
C<5)alkadienyl, (Ci-Cejalkoxy, (C3-C 6 )cycloalkoxy ? (CrC6)haloalkoxy, (C 3 -C6)cyclohaloalkoxy, 
(C2-C <5 )alkynyloxy > (C r C6)alkoxy(CrC6)alkyl > (C 3 -C 6 )cycloalkoxyalkyl s (Ci-(^)alkoxy(C 3 - 
C^cycloalkyl, (Ci-C^alkylcarbonyl, (C 3 rC6)cycloalkylcaxbonyl, (Cr C 6 )alkoxycarbonyl, (C 4 - 
C 6 )alkoxycarbonylalkyL> (Ci-C6)hydroxyalkyI, substituted or unsubstituted phenyl, phenyl(Ci- 
C6)alkyl, heterocyclyl, heterocyclyloxy, heterocyclylcarbonyl, wherein substituents are from one 
to four and are selected from the group consisting of halo, aminocarbonyl, aminothiocarbonyl, 
carboxy, formyl, hydroxy, amino, caibamoyl, (C]-C 3 )alkyl, (Ci-C 3 )haloalkyi, (C]-C 3 )alkoxy, 
(Ci-C3)haloalkoxy 5 (Ci-C 3 )alkylamino, di(Ci-C3)alkylamino, (CrC2)alkoxy(Ci-C2)alkyl, (C r 
C 2 )alkylamino(Ci-C 2 )alkyl, di(Ci-C2)alkylamino(Ci-C 2 )alkyl, (Ci-C 3 )alkylcarbonyl, (d- 
C^alkoxycarbonyl, (Ci z C3)alkylaminocarbonyl, and di (CrC 3 )alkylaminocarbonyl; 

R<s is selected from the group consisting of hydrogen and hvdrox yhydroxid e; and 

R 7 is selected from the group consisting of hydrogen? and haloge n, and C jl-€ & alkoxy 

with the proviso that R^ cannot be hydroxy when Ru R g, R g, R a , and R 7 are all hydrogen . 



3 

I ; PAGE 5145" RCVD AT M2005 5:01:40 PIYI [Eastern Standard Time]* SVR:USPT0€FXRF-1/5* DlflS:8729306 1 CSID: • DURATION (mm-ss):11-56 



02^04/2005 14:07 16504750359 -> 17038729306 NO. 277 P006 



Application No. 10/609,120 
Atty Dkt No. 1 1 187-00016 (Endow-1) 
Reply to Office Action of October 6, 2004 

2. (Currently Amended) A method for inhibiting ALDH-2 comprising contacting 
ALDH-2 with a compound of Formula I 




Formula I 

! wherein: 

Ri is selected from the group consisting of hydrogen, carboxy, halo > branched or straight 
chain u nbranohod ( d-C^alkyL (Ci-C 6 )haloalkyl, (C 2 -C 6 )alkenyl, (C 3 - C 6 )alkadienyl, (Ci- 
Cajalkoxy, (C3-C6)cycloalkoxy, (Ci-C6)haloalkQxy, (C 3 -C6)cyclohaloalkoxy, (C2-C6)alkynyloxy, 
(C,-C 6 )alkoxy(Ci-Q)alkyl, (C 3 -C 6 )cycloalkoxyalkyl 7 (Ci-C 6 )alkoxy(CrC6)cycloalkyl, (Ci- 
C^alkylcarbonyl, (CVC6>cycloalkylcaibonyl, (C l -C 6 )alkoxycarbonyl ) (C 4 - 
| C 6 )alkoxycarbonylalkyl, (Ci-C^hydroxyalkyl, (C r C mkarboxvalkvl. substituted or unsubstituted 
phenyl, phenyl(Ci-C 6 )alkyL, heterocyclyl, heterocyclyloxy, heterocyclylcarbonyl, wherein 
substituents are from one to four and are selected from the group consisting of halo, 
i aminocarbonyl, aminothiocaibonyl, carboxy, formyl, hydroxy, amino, carbamoyl, (Ci-C 3 )alkyl, 

; (C 1 -C 3 )haloalkyl, (d-C 3 )alkoxy, (d-C 3 )haloalkoxy, (Ci-C 3 )alkylamino, di(Ci-C 3 )alkylamino, 

.] (Ci-C2)alkoxy(C t -C 2 )alkyl 9 (CrC2)alkylamino(Ci-C 2 )alkyl, di(CrC2)alkylamino(Ci-C 2 )alkyl > 

! | (d-C^alkylcarbonyl, (CrC 3 )alkoxycart>onyl, (Ci z C3)alkylaminocarbonyl, and di (Q- 

C 3 )alkylaminocarbonyl; 

R 2 is selected from the group consisting of hydrogen and alkoxy; 

R 3 is selected from the group consisting of hydrogen* Ci-C* alkoxycarbonyl, carboxy and 

sugar; 

R4 is selected from the group consisting of hydrogen and hydroxy h ydroxido ; 

I 

4 
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R 5 is selected from the group consisting of hydrogen, carboxy, halo, amino, b ranched or 
straight chain u nbranched (Ci-C^alkvl, (Ci-C6)haloalkyl, (C2-C6)alkenyl, (C 3 - C6)alkadienyL, 
(Ci-C6)alkoxy, (C 3 -C6)cycloalkoxy, (Ci-C6)haloalkoxy, (C3-Q)cyclohaloalkoxy, (C 2 - 
C6)alkynyloxy, (CrC6)alkoxy(Ci-C 6 )alkyI, (C 3 -C 6 )cycloalkoxyalkyl, (d-Ce^lkoxy^- 
C6)cycloalkyl, (C]-C6)alkylcarbonyl, (C 3 -C*)cycloalkylcarbonyl, (CrC^alkoxycarbonyl, (C4- 
(^)alkoxycarbonylalkyl, (Ci<^)hydroxyalkyl, substituted or unsubstituted phenyl, phenyl(C r 
C^alkyl, heterocyclyl, heterocyclyloxy, heterocyclylcarbonyl, wherein substituents are from one 
to four and are selected from the group consisting of halo, aminocarbonyl, aminothiocarbonyl, 
carboxy, formyl, hydroxy, amino, carbamoyl, (Ci-C 3 )alkyl, (Ci-C^haloalkyl, (Ci-C 3 )alkoxy, 
(Ci-C 3 )haloalkoxy, (Ci^ 3 )alkylamino, di(C]-C 3 )alkylamino, (Ci-C 2 )alkoxy(CrC2)alkyI, (C r 
Q)allcylamino(Ci-C2)allcyl, di(Ci-C 2 )alkylammo(Ci-C 2 )alk}d, (Ci-C 3 )alkylcarbonyl, (Ci- 
C 3 )alkoxycaibonyl, (Ci z C 3 )alkylaminocarbonyl > and di (CrC 3 )alkylaminocarbonyl 

R$ is selected from the group consisting of hydrogen and hvdroxv hvdroxide : and 

R 7 is selected from the group consisting of hydrogen, halogen, and C]-C 6 alkoxy. 

3. (Currently Amended) The method of claim 1 , wherein R 5 is hvdroxvQ H^or 
NHqamino. 

4. (Original) The method of claim 2, wherein Ri is a straight chain alkyl. 

5. (Currently Amended) The method of claim 42, wherein R^ th e straight chain olkyl 
is fCi-C^hvdroxvalkvl or fC^-C^carboxvalkyl Goloctod from tho group consisting of - (CHA - 
QH with 2 <>a<i^ 6, (Clhh ' COOH with 5 ^-a-^ 1 0, and (Cfc ) , MH^, with n>l 

6- (Original) The method of claim 1, wherein the ALDH-2 is human ALDH-2. 

5 
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7. (Currently Amended) A method of modulating alcohol consumption in amammal 
comprising administering a compound of Formula I 




Formula I 

; j wherein: 

Ri is selected from the group consisting of hydrogen, carboxy, halo, branched or straight 
chain u nbranohod (Ci-C 6 )haloalkyl, (C 3 -C6>cycloalkoxy ? (Ci-C6)haloalkoxy, (C 3 - 
C 6 )cyclohaloalkoxy, (C 3 -C 6 )cycloalkoxyaIkyl, (Ci-C 6 )alkoxy(C3-C6)cycloalkyl, (C 3 - 
j C 6 )cycloalkylcarbonyl, substituted or unsubstituted phenyl, phenyl(Ci-C6)alkyl, hotorocyolyl, 
and heterocyclyloxy, heterocyclylcarbonyl, wherein substituents are from one to four and are 

I selected from the group consisting of halo, aminocarbonyl, aminothiocarbonyl, carboxy, fonnyl, 

hydroxy, amino, carbamoyl, (Ci-C 3 )alkyl, (Ci-C 3 )haloalkyl, (Ci-C 3 )alkoxy, (Cj-Csjhaloalkoxy, 
(Ci-C$)alkylamino 9 di(Ci-C 3 )alkylamino, (Ci-C 2 )alkoxy(Ci-C2)alkyl 7 (Ci-CzJalkylaminoCd- 
C 2 )alkyl, di(Ci-C 2 )alkylamino(CrC 2 )alkyl, (C l -C 3 )alkylcafbonyl, (C r C 3 )alkoxycarbonyl, (Ci- 

; C 3 )alkylaminocarbonyl, and di (Ci -C 3 )alkylaminocarbonyl; 

i 
I 
i 

R 2 is selected from the group consisting of hydrogen and alkoxy; 

R3 is selected from the group consisting of hydrogen, fCi-C*} alkoxycarbonyl, carboxy 
and sugar, 

R4 is selected from the group consisting of hydrogen and hvdrox vh vdroxid e; 

i 

: 
: 

I 6 
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R 5 is selected from the group consisting of hydrogen, carboxy, hydroxy, amino, h alo, 
branched or straight chain unbranch e d ( G-C^alkvL (Ci-C 6 )haloalkyl, (C 2 -C 6 )alkenyl, (C 3 - 
C 6 )alkadienyl, (Ci-C 6 )alkoxy, (C 3 -C 6 )cycloalkoxy, (Ci-QOhaloalkoxy, (Cs-CeJcyclohaloalkoxy, 
(C 2 -C 6 )alkynyloxy, (Ci-C 6 )alkoxy(Ci-C 6 )alkyl 7 (Cj-C^cycloaflcoxyalkyl, (d-C 6 )alkoxy(C3- 
C 6 )cycloalkyl, (Ci-C 6 )alkylcarbonyl, ^^Jcycloalkylcarbonyl, (Ci-C^alkoxycarbonyl, (C 4 - 
C^alkoxyearbonylalkyl, (CiC 6 )hydroxyaIkyl, substituted or unsubstituted phenyl, phenyl(Ci- 
C<>)alkyl, heterocyclyl, heterocyclyloxy, heterocyclylcarbonyl, wherein substituents are from one 
to four and are selected from the group consisting of halo, aminocarbonyl, aminothiocarbonyl, 
carboxy, formyl, hydroxy, amino, carbamoyl, (Ci-C3)alkyl, (Ci-C 3 )haloalkyl, (Ci-C 3 )alkoxy, 
(C r C 3 )haloalkoxy, (Ci-C^alkylamino, di(Ci-C 3 )alkylamino, (Ci^alkoxyCCi^alkyl, (Cj- 
C2)alkylamino(Ci-C 2 )alkyl > di(Ci-C 2 )alkylamino(Ci-C 2 )alkyl > (C]-C 3 )alkylcarbonyl, (Ci- 
C3>aIkoxycarbonyl, (Ci-C 3 )aJkylaminocarbonyl, and di (Ci-C 3 )alkylaininocarbonyl; 

i 

I Re is selected from the group consisting of hydrogen and hydrox yh ydroxid e; and 

R.7 is selected from the group consisting of hydrogen? and h aloge n, and alkoxy . 

with the proviso that Rg cannot he hydroxy when Ri.R 7 .R^. R4 . R* . and R7 are all 
hydrogen 

in an amount effective to increase a concentration of an aldehyde formed during 
catabolism of a neurotransmitter. 

j 
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8. (Currently Amended) A method of modulating alcohol consumption in amammal 
comprising administering a compound of Formula I 

?2 



Ri is selected from the group consisting of hydrogen, carboxy, halo, branched or straight 
chain u nbronchcd (Ci-C 6 )alkyl, (Ci-C 6 )lialoalkyl, (C 2 -C 6 )alkenyl, (C 3 - C 6 )alkadienyl, (Q- 
C 6 )alkoxy, (C 3 -C6)cycloalkoxy, (Ci-Cejhaloalkoxy, (C 3 -C 6 )cyclohaloaJ0k;oxy, (C 2 -C6)alkynyloxy, 
(Ci-C 6 )alkoxy(CrC6)alkyl (C 3 -C 6 )cycloalkoxyalkyl, (Ci-C 6 )alkoxy(C3-C6)cycloalkyl, (C t - 
C6)alkylcarbonyl ? (C 3 -C 6 )cycloalkyicarbonyl, (Ci-C6)alkoxycarbonyl, (C 4 - 
C6)alkoxycaibonylalkyl, (Ci-C 6 )hydroxyalkyl, (C*-C iptearboxvalkvL substituted or unsubstituted 
phenyl, phenyXQ-C^alkyl, heterocyclyl, heterocyclyloxy, heterocyclylcarbonyl> wherein 
substituents are from one to four and are selected from the group consisting of halo, 
aminocarbonyl, aminothiocarbonyl, carboxy, forroyl, hydroxy, amino, carbamoyl, (Ci-C3)alkyl, 
(Ci-Cs^aloalkyl, (Ci-C3)alkoxy, (d-C3)haloalkoxy, (C r C 3 )alkylamino, di(Ci-C 3 )alkyiamino, 
(C!-C 2 )alkoxy(Ci-C2)alkyl ? (Ci-C 2 )alkylamino(Ci-C 2 )alkyl, di(Ci-C 2 )aJkylamino(C 1 -C2)alkyl, 
(Ci-C 3 )alkylcarbonyl, (d-C^alkoxycarbonyl, (CuC 3 )alkyIaminocarbonyl 5 and di (d- 
C 3 )alkylaminocarbonyl; 



R 3 is selected from the group consisting of hydrogen, (Ci-Csl alkoxycarbonyl, carboxy 
and sugar; 

R4 is selected from the group consisting of hydrogen and hvdrox vh vdroxido ; 




Formula I 



wherein: 



R 2 is selected from the group consisting of hydrogen and alkoxy; 



8 
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j Rs is selected from the group consisting of hydrogen, carboxy, halo, amino, branched or 

straight chain m ibranch e tH Ci-GQalkyL (CrCOhaloalkyl, (GrC$)alkenyl, (C3- C$)alkadienyl, 

' j (Ci-CoJaJkoxy, (C3-C6)cycloalkoxy, (CrC 6 )haloalkoxy, (C3-C6)cyclohaloalkoxy, (C2- 

Ce)alkynyloxy, (Ci-C 6 )alkoxy(CrC6)alkyl ? (C r Q)cycloalkoxyalkyI, (Ci-C6)alkoxy(C3- 
C 6 )cycloalkyl, (Ci-^alkylcarbonyl, (C 5 -C$)cycloalkylcarbonyl, (Ci-C6>aIkoxycart)onyl, (C 4 - 
C 6 )alkoxycarbonylalkjd, (Ci-C6)hydroxyalkyl, substituted or unsubstituted phenyl, phenyl(Ci- 
C$)alkyl, heterocyclyl, heterocyclyloxy, heterocyclylcarbonyl, wherein substituents are from one 
to four and are selected from the group consisting of halo, aminocarbonyl, aminothiocarbonyl, 

j carboxy, foimyl, hydroxy, amino, carbamoyl, (C r C3)alkyl > (Cj-C^haloalkyl, (C r C3)alkoxy, 

! (Ci-C 3 )haloalkoxy, (Ci-C 3 )alkylamino f di(Ci-C3)alkylamino f (Ci-C 2 )alkoxy(Ci-C2)alkyl, (Ci- 

C 2 )alkylamino(CrC 2 )alkyl, di(Ci-C 2 )alkylamino(Ci-C2)alkyl > (Ci-C 3 )alkylcarbonyl, (Ci- 

I C3>alkoxycarbonyl, (Ci r C3)alkylaminocarbonyI, and di (Ci-C 3 )alkylaminocarbonyl 

is selected from the group consisting of hydrogen and hydrox y hydroxido : and 

R 7 is selected from the group consisting of hydrogen, halogen, and C\ ~C 6 alkoxy, 

i! in an amount effective to increase a concentration of an aldehyde formed during 

catabolism of a neurotransmitter. 

i 

3 

! 

I 9. (Original) The method of claim 7, wherein the mammal is a human. 

1 

1 0. (Original) The method of claim 7, wherein the neurotransmitter is serotonin or 
dopamine. 

1 1 . (Original) The method of claim 7, wherein the aldehyde is 5- 
hydroxyindoleacetaldehyde or 3,4-dihydroxyphenylacetaldehyde. 
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12. (Original) The method of claim 7, wherein the compound does not inhibit 
monoamine oxidase. 



1 3 . (Currently Amended) The method of claim 7, wherein R 5 is hydroxy OHkir 



14. (Original) The method of claim 8, wherein Ri is a straight chain alkyl. 



1 5. (Original) The method of claim 448, wherein R ^tho straight chain s lfol-is £Ci^ 
C^hvdroxvalkvl or rC^C^carboxvalkv l GoloctQd from the group consisting of (CHA> OH with 
^ CQOH with 5 ^-b-^t 10, and (CH^ NHy wifl H ^4. 



16. (Original) The method of claim 7, wherein the compound is administered 
intraperitoneally, intramuscularly or orally. 



1 7, (Currently Amended) A method for identifying a compound that modulates 
ALDH-2 comprising the steps of: 

i) providing a compound of Formula I 




; io 
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Formula I 

wherein: 



I Ri is selected from the group consisting of hydrogen, caiboxy, halo, amino, b ranched or 

I straight chain u nbrnnch e tH Ci -CtOhaloalkyl, (C 3 -C6)cycloalkoxy, (C t -C 6 )haloalkoxy, (C 3 - 

• C(s)cyclohaloalkoxy, (C 3 -C6)cycloalkoxyalkyl, (C r C & )alkoxy(C3-C6)cycloalkyl, (C 3 - 

l | C6)cycloalkyIcaihonyl > substituted or unsubstituted phenyl, phenyl(Ct-C6)alkyL, het e rocyclyl, 

: ! and heterocyclyloxy, heterocyclylcarbonyl, wherein substituents are from one to four and are 

j selected from the group consisting of halo, aminocarbonyl, aminothiocaibonyl, carboxy, formyl, 

hydroxy, amino, carbamoyl, (Ci-C3)alkyl, (Ci-C 3 )haloalkyl, (Ct-C3)alkoxy, (Ci-C 3 )haloalkoxy, 
(C t -C 3 )alkylamino, di(C r C3)alkylamino, (C r C2)a]koxy(Ci-C 2 )alkyl, (CL"C 2 )alky]amino(Ci- 
: C 2 )alkyl, di(Ci<:2)alkylaniino(Ci-C2)alkyl, (Ci-C 3 )aDcylcarbonyl, (Ci-C 3 )aIkoxycarbonyl, (C,- 

C3)alkylaminocarbonyl 3 and di (Ci-C 3 )alkylaminocarbonyl; 

R 2 is selected from the group consisting of hydrogen and alkoxy; 

R 3 is selected from the group consisting of hydrogen^ (Ci-C6) alkoxycarbonyl, carboxy 
and sugar; 

R4 is selected from the group consisting of hydrogen and hydrox yh ydrojeido ; 

R 5 is selected from the group consisting of hydrogen, carboxy, hydroxy, amino, h alo, 
branched or straight chain unbranohed (Ci-Cfi)alkyl, (Ci-C6)haloalkyl, (C 2 -C 6 )alkenyl, (C 3 - 
C 6 )alkadienyl, (Ci-C 6 )alkoxy, (C 3 -C6)cycloalkoxy, (CrC6)haloalkoxy, (C3-C<>)cyclohaloalkoxy 7 
i (C 2 -C 6 )alkynyloxy, (Ci-C(5)alkoxy(Ci.C 6 )alkyl, (C 3 -C6)cycloalkoxyalkyl, (Ci-C 6 )alkoxy(C 3 - 

C 6 )cycloalkyl, (Ci-C<s)alkylcaibonyl, (C3iC6)cycloalkylcarbonyl, (C]-C<$)aIkoxycarbonyl, (C 4 - 
C6)alkoxycarbonylalkyl, (CirCsJhydroxyalkyl, substituted or unsubstituted phenyl, phenyl(C r 
C6)alkyl, heterocyclyl, heterocyclyloxy, heterocyclylcarbonyl, wherein substituents are from one 
to four and are selected from the group consisting of halo, aminocarbonyl, aminothiocarbonyl, 
caiboxy, formyi, hydroxy, amino, carbamoyl, (Ci-C 3 )alkyl, (Ci-C 3 )haloalkyl, (Ci-C 3 )alkoxy, 
(Ci-C 3 )haloaDcoxy, (CpCs^lkylainino, di(Ci-C 3 )alkylainino, (Ci-C 2 )alkoxy(CrC2)alkyl > (C r 
C 2 )alkylamino(C l -C2)allcyl, di(C 1 -C 2 )alkylamino(C r C 2 )a]kyl, (Ci-C 3 )alkylcaibonyl, (d- 
j C 3 )alkoxycarbonyl, (Ci;C3)alkylaminocarbonyl, and di (Ci-C 3 )aIkylaminocarbonyU 

11 
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R$ is selected from the group consisting of hydrogen and hvdrox vh vdroxid e; and 

R 7 is selected from the group consisting of hydroge n andr halogen, and C ^-Gs allcoxy ; 

with the proviso that R5 cannot be hydroxy when Ru R% R& R4, Rfr and R? are all 
hydrogen 

ii) contacting ALDH-2 with the compound; 

iii) assaying the ability of the compound to modulate ALDH-2 activity; and 

iv) selecting a compound that modulates ALDH-2 activity as a modulator of ALDH- 
2 activity. 



1 8. (Currently Amended) A method for identifying a compound that modulates 
ALDH-2 comprising the steps of: 

i) providing a compound of Formula I 

?a 




Formula I 



wherein: 

R] is selected from the group consisting of hydrogen, carboxy, halo, amino, b ranched or 
straight chain u nbranchod (Ci-C 6 )alkyl ? (Ci-C$)haloalkyl, (C2-C6)alkenyl, (C3- C^alkadienyl, 
(Ci-C 6 )alkoxy, (C3-C 6 )cycloaIkoxy > (Ci-QOhaloalkoxy, (C3-C 6 )cyclohaloalkoxy > (C 2 - 
C 6 )alkynyloxy, (C l -C 6 )alkoxy(CrC6)alk>4, (C 3 ^6)cycloalkoxyalkyl, (Ci-C 6 )alkoxy(C3- 
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C 6 )cyc]oallcyl, (Ci-C6)alkylcarbonyl, (Q^Jcycloallcylcaibonyl, (Ci-C6)alkoxycarbonyl, (C 4 - 
| C6)alkoxycarbonylalkyl t (Ci-Co)hydroxyalkyl, (C^-Cm karboxvalkvl. s ubstituted or unsubstituted 
phenyl, phenyl(Ci-C6)alkyl, heterocyclyl, heterocyclyloxy, heterocyclylcarbonyl, wherein 
substituents are from one to four and are selected from the group consisting of halo, 
aminocarbonyl, aminothiocarbonyl, carboxy, fotmyl, hydroxy, amino, carbamoyl, (Ci-C 3 )alkyl, 
(Ci-C 3 )haloalkyl, (Ci-C 3 )alkoxy, (Ci-C 3 )haloaIkoxy, (d-C3)alkylamino, di(Ci-C 3 )alkylamino, 
(Ci-C 2 )alkoxy(Ci-C 2 )alkyl, (Ca-CsJalkylaminoCCi^alkyl, di(Ci-C 2 )alkylamino(Ci-C2)alkyl, 
| (Ci-C 3 )alkylcarbonyl, (Ci-C 3 )alkoxycarbonyl, (Ct-C 3 )alkylammocarbonyl, and di (Ci- 
C 3 )alkylaminocarbonyl; 

R 2 is selected from the group consisting of hydrogen and alkoxy, 

R 3 is selected from the group consisting of hydrogen C1-C6 alkoxycarbonyl, caiboxy and 

sugar, 

R4 is selected from the group consisting of hydrogen and hvdrox vh vdroxid e: 

R 5 is selected from the group consisting of hydrogen, carboxy, halo, amino, branched or 
straight chain unbranohod (Ci-C 6 )alkyl (C]-C6)haloalkyL, (C 2 -C 6 )alkenyl, (C 3 - C6)alkadienyl, 
(Ci-C 6 )alkoxy, (C 3 -C6)cycloalkoxy, (Ci-C6)haloalkoxy, (C 3 ~C 6 )cycIohaloalkoxy, (C 2 - 
C6)alkynyloxy, (Ct-C 6 )alkoxy(Ci-C6)a]kyl, (C 3 -C 6 )cycloalkoxyalkyl, (CrC 6 )alkoxy(C 3 - 
C6)cycloalkyl, (Ct-C6)alkylcaibonyl, (C 3 -C6)cycloalkylcarbonyl, (Ci-Csjalkoxycarbonyl, (C 4 - 
C*)aIkoxycarbonylalkyl, (Ci-C 6 )hydroxyalkyl, substituted or unsubstituted phenyl, phenyl(Ci- 
Ce)alkyl, heterocyclyl, heterocyclyloxy, heterocyclylcarbonyl, wherein substituents are from one 
to four and are selected from the group consisting of halo, aminocarbonyl, aminothiocarbonyl, 
caiboxy, formyl, hydroxy, amino, carbamoyl, (Ci-C 3 )alkyl, (C r C 3 )haloalkyl, (Ci-C 3 )alkoxy, 
(Ci-C 3 )haloalkoxy, (Ci-C 3 )alkylamino, di(C r C 3 )a]kylamino, (Ct-C 2 )alkoxy(CrC2)alkyl, (Ci- 
C 2 )alkylamino(Ci-C 2 )alkyl, di(C 1 -C 2 )alkylamino(Ci-C2)alkyl, (d-C 3 )alkylcarbonyl, (Ci- 
C 3 )alkoxycarbonyl, (Ci z C 3 )alkylaminocarbonyl, anddi (CrC 3 )alkylaminocarbonyl 

Ra is selected from the group consisting of hydrogen and hydrox vh ydroxid e; and 

R 7 is selected from the group consisting of hydrogen, halogen, and Cj-Ce alkoxy; 
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contacting ALDH-2 with the compound; 

assaying the ability of the compound to modulate ALDH-2 activity, and 
selecting a compound that modulates ALDH-2 activity as a modulator of ALDH- 



(Original) The method of claim 17, wherein the modulation is inhibition. 

(Original) The method of claim 17, wherein the compound is further capable of 
increasing a concentration of an aldehyde. 

21 . (Original) The method of claim 20, wherein the aldehyde is 5- 
hydroxyindoleacetaldehyde or 3,4-dihydroxyphenylacetaldehyde. 

22. (Original) The method of claim 17, wherein the compound does not inhibit 
monoamine oxidase. 

23. (Currently Amended) The method of claim 17, wherein Rs is hvdroxyQ H-or 
NH aamino , 

24. (Original) The method of claim 18, wherein R] is a straight chain alkyl. 



02/04/2005 14:07 



iii) 
iv) 

2 activity. 
19. 



20. 
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25, (Currently Amended) The method of claim 3418, wherein R^ tho straight chain 

alley 1 is 

(C j-C^hydroxvalkyl or (C s-Ci otearboxyalkyls olQCtod from tho group ooHskfex>of 
(GBb k - OH wife 2 ^ Br ^ 6 7 (OL)» COOH with 5 ^ a~ ^ 10, and (CEk ) » NH^ with n ■fe*-*. 

26. (Currently Amended) A compound for inhibiting ALDH-2 comprising Formula I 




Formula I 

wherein: 

Ri is selected from the group consisting of hydrogen, carboxy, halo, axnino^branched or 
straight chain unbnmohcd (Ci-C6)haloalkyl, (C3-C$)cycloalkoxy ? (Ci-C6)haloalkoxy, (C3- 
C 6 )cyclohaloaIkoxy 5 (C 3 -C 6 )cycloalkoxyalkyl 7 (C 1 -C< 5 )alkoxy(C 3 -C 6 )cycloalkyl, (C 3 - 
j C6)cycloalkylcait>onyl, substituted or unsubstituted phenyl, phenyl(CrC 6 )alkyl, h e t e rocyolyl? 
and heterocyclyloxy, heterocyclylcarbonyl, wherein substituents are from one to four and are 
selected from the group consisting of halo, aminocarbonyl, aminothiocarbonyl, carboxy, formyl, 
hydroxy, amino, carbamoyl, (Ci-C 3 )alkyl, (C r C3)haloalkyl, (Ct-C^alkoxy, (Ci-C3)haloalkoxy, 
(Ci-C 3 )aIkylarnino, di(Ci-C 3 )alkylamrno > (Ci-C 2 )alkoxy(Ci-C2)alkyl, (C]-C 2 )alkylamino(Ci- 
C 2 )alkyl, di(CrC2)alI<ylamino(Ci.C2)alkyl, (C r C 3 )alkylcarbonyl, (Ci-C 3 )alkoxycarbonyl ? (C r 
C3)alkylaminocarbonyl, and di (Ci -C^alkylaminocarbonyl; 

R2 is selected from the group consisting of hydrogen and alkoxy; 

I R 3 is selootcd from th e group consisting of h ydrogen^y^gr <xlkoxycarbon>i ? carboxy and 

i 
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R4 is selected from the group consisting of hydrogen and hydrox yh vdroxide ; 

R5 is selected from the group consisting of hydrogen, carboxy, hydroxy, halo, amino, 
branched or straight chain u nbranchod (Ci-C 6 )alkyl, (Cj-C^haloalkyl, (C 2 -C 6 )alkenyl, (C 3 - 
QOalkadienyl, (Ci-Csjalkoxy, (C 3 -C<0eycloaBcoxy, (Ci-Ce^aloalkoxy, (C 3 -C6)cyclohaloalkoxy, 
(C 2 -C 6 )alkynyloxy, (C r C 6 )alkoxy(Ci-C 6 )alkyl, (C^-^cycloalkoxyalkyl, (C r C*)alkoxy(C 3 - 
QOcycloalkyl, (Ci-C 6 )alkylcarbonyl, (C 3 -Q)cycloaIkylcarbonyl, (Ci-C 6 )alkoxycarbonyl, (C 4 - 
C6)alkoxycarbonylalkyl, (CiC6)hydroxyalkyl, substituted or unsubstituted phenyl, phenyl(C)- 
C 6 )alkyl, heterocyclyl, heterocyclyloxy, heterocyclylcarbonyl, wherein substituents are from one 
to four and are selected from the group consisting of halo, aminocarbonyl, aminothiocarbonyl, 
carboxy, fonnyl, hydroxy, amino, carbamoyl, (C r C 3 )alkyl, (Ci-C 3 )haloalkyl, (Ci^alkoxy* 
(d-C 3 )haloalkoxy, (C r C 3 )alkylamino, di(CrC 3 )alkylamino, (C r C 2 )alkoxy(Ci-C 2 )alky^ (Ci- 
C 2 )alkylamino(Ci-C 2 )alkyl, di(Ci-C2)alkylamino(Ci-C 2 )alkyl, (Ci-C 3 )alkylcarbonyl, (C r 
C 3 )alkoxycarbonyl, (Ci z C 3 )alkylaminocarbonyl, aoddi (Ci-C 3 )alkylammocarbonyl; 

R$ is selected from the group consisting of hydrogen and hydrox vh ydr oirido ; and 



R 7 is selected from the group consisting of hydrogen? and h alogen, and C± -G # alkoxy 
with the proviso that R 5 cannot be hydroxy when Rk R?, R ? . R4* R a. and R- are all hydrogen . 



27. (Currently Amended) A compound for inhibiting ALDH-2 comprising Formula I 




Formula I 



wherein: 
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Ri is selected from the group consisting of hydrogen, carboxy, halo, aminojjranched or 
straight chain u nbranched (Ci-CG)alkyl, (Ci-C 6 )haloalkyi, ^^alkenyl, (C 3 - C6)alkadienyl, 
(C r C6)alkoxy, (Cs-C^cycloalkoxy, (CpC^aloalkoxy, (C 3 -C 6 )cyclohaloalkoxy, (C 2 - 
C 6 )alkynyloxy, (Ci-C6)aIkoxy(Ci-C6)aIkyI > (C 3 -Q)cycloalkoxyalkyl, (Ci-C 6 )alkoxy(C3- 
C 6 )cycloalkyl, (Ci-C 6 )alkyicarbonyt, ^-Q^ycloaJkylcarbonyl, (C r C 6 )alkoxycarbonyl f (C 4 - 

j C6)alkoxycarbonylallcyl, (Ci-C6)hydroxyalkyl, (Cg-Cio)carboxvalkvL substituted or unsubstituted 
phenyl, phenyl(Ci-CG)alkyl, heterocyclyl, heterocyclyloxy, heterocyclylcarbonyl, wherein 
substituents are from one to four and are selected from the group consisting of halo, 
aminocarbonyl, aminothiocarbonyl^ carboxy, formyl, hydroxy, amino, carbamoyl, (Ci-C3)alkyl, 
(Ci-C 3 )haloaIkyl, (Ci-C 3 )alkoxy, (Ci-C 3 )haloalkoxy, (Ci-C 3 )al3kylainino, di(Ci-C 3 )alkylamino, 
(Ci-C 2 )alkoxy(Ci-C 2 )alkyl, (C r C 2 )aIkylaniino(Ci-C2)alkyl 7 di(Ci-C 2 )aIkylamino(C,-C2)aIk3d, 

| (CrC 3 )a]kyIcarbonyl, (Ci-C 3 )alkoxycarbonyl, (Ci I C 3 )alkylaininocaxbonyI 5 and di (Ci- 
C3)aIkylaminocarbonyl; 

R 2 is selected from the group consisting of hydrogen and alkoxy; 

R 3 is s elected from th e group consisting of h ydrogen-G±-G 6 allcoxycarbonyl, carboy and 

R4 is selected from the group consisting of hydrogen and hydrox vh vdroxid e; 

R 5 is selected from the group consisting of hydrogen, carboxy, halo, amino, b ranched or 
straight chain u nbranched (Ci-GflaHeyl, (Ci-C 6 )haloalkyl, (d-C^alkenyl, (C 3 - C 6 )alkadienyl, 
(d-C6)alkoxy, (C 3 -C6)cycloalkoxy, (Q-Ce^aloalkoxy, (C 3 -Q)cyclohatoalkoxy, (Qr 
C6)alkynyloxy ? (Ci-C 6 )alkoxy(C r C 6 )alkyl, (C 3 -C 6 )cycloalkoxyalkyl, (CrC(s)aHcoxy(C3- 
C6)cycloalkyl> (CrQ)alkylcarbonyl, (C 3 -C$)cycloalkylcaibonyl 9 (Ci-C6)alkoxycaibonyl, (C 4 - 
C 6 )alkoxycarbonylalkyl, (Ci-C6)hydroxyalkyl, substituted or unsubstituted phenyl, phenyl(Ci- 
C6)alkyl, heterocycryl, heterocyclyloxy, heterocyclylcarbonyl, wherein substituents are from one 
to four and are selected from the group consisting of halo, aminocarbonyl, aminothiocarbonyl, 
carboxy, formyl, hydroxy, amino, carbamoyl, (Ci-C 3 )alkyl, (Ci-C 3 )haloaJkyl P (d-C 3 )alkoxy, 
(Ci-C 3 )haloalkoxy, (Ci-C 3 )alkylamino, di(C r C 3 )alkylamino > (C 1 -C 2 )alkoxy(C 1 -C 2 )alkyl, (d- 
C 2 )alkylarnino(Ci-C 2 )alkyl, di(Ci-C 2 )alkylamino(Ci-C 2 )alkyl, (d-d)alkylcaibonyl, (d- 
| C3)alkoxycarbonyl, (CjiC 3 )alkylaminocarbonyl, and di (Ci-C 3 )alkylaminocarbonyl 
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R$ is selected from the group consisting of hydrogen and hvdrox yh ydroxido ; and 
R7 is selected from the group consisting of hydrogen, halogen, and CrC6 alkoxy. 



28. (Currently Amended) The compound of claim 26, wherein R5 is hydroxyQ g-or 
NB kamino . 



29. (Original) The compound of claim 27, wherein Ri is a straight chain alkyl. 



30. (Currently Amended) The compound of claim 2£27, wherein R^the straight chain 
alkyli s (Ci-C^hydroxvalkvl or fC ^-Cm tearbox^Ikyl selected from the group consisting of - 
(€fe^-OH with 2 6, (CH^ COOH with 5 1 0, and (CH^ -^H ^ with n ->-4. 

3 1 . (Original) The compound of claim 26, wherein the compound further inhibits 
alcohol consumption in a mammal. 

32. (Original) The compound of claim 3 1 , wherein the mammal is a human. 
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